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— i\ A method for producing a. desired protein or domain 
thereof, which comprises admixing: 

(I\ a first oligopeptide, said first oligopeptide 
comprising a fragment of said desired protein or domain thereof, 
j and having a C-texrninal thioester; and 

(II) a second oligopeptide, said second oligopeptide 
comprising a fragments of said desired protein or domain thereof, 
and having an N- terminal amino acid residue having an unoxidized 
sulfhydryl side chain an& a free amino group that is capable of 
forming a 3-aminothioesteX linkage with said C-terminal 
thioester that rearranges t\ form an amide bond therein between; 
wherein said admixing is conducted under conditions sufficient to 
permit the formation of an amiofe bond between the C-terminus of 
said first oligopeptide fragment >^nd the N-terminus of said 
se£Oft €[ oli y ujjtzipLidb ! Iid y meuir : 

9. The method of oiaim Jl/L wherein said N-terminal amino 
acid residue is a cysteine res^Ae. 

10. The method of ctain^8, wherein said desired protein is 
a naturally isolatable protein. 

11. The method of cl-a4m 8^xtffTerein said desired protein is 
a derivative of a natura^j-Y'isolatable protein that contains one 
or more cysteine residues that are not found in said naturally 
isolatable proton. 

12. The method of any of claims 10 or 11, wherein said 
protein is a mammalian protein. ^ 

13. The method of ci-aojn 12, wherein said mammalian protein 
is a human protein. ; 

14. The method of claim^3^, wherein said human protein is a 
cytokine . 
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15. The method of claim^^jwherein in said methocj/*said 
second oligopeptide has a C-terminal thioacid, and ^^^rfierein said 
method additionally comprises the steps of: 

(A) converting said thioacid to §/thioester ; and 

(B) admixing said converted t^loester with a third 
oligopeptide, said third oligopeptida/comprising a fragment of 
said desired protein or domain thereof, and having an N-terminal 
amino acid residue having &f u^xidized sulfhydryl side chain and 



a free amino group that is 
linkage with said C-terny 



)le of forming a (3-aminothioester 
'oester that rearranges to form an 
amide bond therein bej^fteen, wherein said admixing is conducted 
under conditions g^ficient to permit the formation of an amide 
bond between tp€ C-terminus of said second oligopeptide fragment 
and the N- terminus of said third oligopeptide fragment. 

\<OjS The method of clainL_15, wherein said N-terminal amino 
acid/ / residue is a cysteine residue. 

17. A synthetically produced protein of greater than^tfout 
35 amino acid residues, wherein all of the residues of^aid 
protein are linked to adjacent residues via an amj^de bond. 

18. The synthetically produced protein &l claim 17, wherein 
said protein has greater than about 70 amino acid residues, 

19. The synthetically ^ro^^^j^r.o J L^ri of claim^l7, wherein 
said desired protein is a naturalfB^T^isolatable protein. 

20. The synthetically n^di^ced^protein of cla^i^l7, wherein 
said desired protein is ^Xaerivative of a naturally isolatable 
protein that cont a intone or more cysteine residues that are not 
found in said na^tarally isolatable protein. 

21. Th^'synthetically produced protein of any of cla1rffta_L9 
or 20, wk^rein said naturally isolatable protein is a mammalian 
protein. 



Serial No. Unassigned 



_ 4 _ 



TSRI 478.0Conl 



22. The metbq^x<5r claim 21, wherein said mammalian protein 
is a human proj 

23. !Wfe me£tr6d of claim 22, wherein said human protein is a 
cytoki; 

24. A synthetically produced protein of greater than abo#t 
35 amino acid residues, wherein all of the residues of saipK 
protein are linked to adjacent residues via an amide bpffd, said 
protein being produced by the process of ligating i^gether at 
least two oligopeptide fragments wherein: >^ 

(1) said first oligopeptide f ragmenjfe^nas a C-terminal 
thioester; and 

(2) said second oligopeptide fragment has an N-terminal 
amino acid residue having a^Tunoxidized sulf hydryl side chain and 
a free amino group tj^ar is capable of forming a (3-aminothioester 
linkage with s£id"e:-terminal thioester that rearranges to form an 
amide bop^K^herein between; wherein said ligation results in the 
forrp^rffion of an amide bond linking said first and second 
♦fragments . 

25. The synthetically proraxiced protein of -ei^im 24, wherein 
said N-terminal amino acid reaafeie is a cysteine residue. 

26. The synthetically produced protein of claims 4 , wherein 
said protein has greater than about 70 amino acid residues. 

27. The synthetically produced protein of cla^n^24 / wherein 
said desired protein is a naturaJ/iy isolatable protein. 

28 . The synthetically prb^Aced protein of cT^&^m 24, wherein 
said desired protein is a dej/^tacive of a naturally isdlatable 
protein that contains one ofr more cysteine residues that are not 
found in said naturally ysolatable protein. 

29. The synthetically pro^Lte^d protein of any of claims 27 

rally isolatable protein is a manmiai>an 



or 28, wherein said 
protei 



